Twelve drimane and coloratane sesquiterpenes, isolated from the stem bark of Ethiopian Warburgia ugandensis, were evaluated for inhibition of 12-hydroxyeicosatetraenoic acid using human platelets and of leukotriene B 4 formation using activated human neutrophile Etc.
12-LOX
12-lipoxygenase one of the 12-LOX isoenzymes found in humans. We have employed this assay due to the fact that 12-LOX is expressed in a wide variety of tumor cell lines and the 12-LOX metabolite, 12(S)-HETE, is implicated as a critical signalling molecule in tumor metastasis [1] ; atherosclerotic processes [2] and a mediator of hyperproliferation of the skin [3] .
Etc.
In this paper, we report the inhibitory effect of twelve sesquiterpenes isolated recently [12] (for structure see Fig. 1 ) from the stem bark of Ethiopian W. ugandensis (Canellaceae), on the formation of arachidonic acid metabolites, 12(S)-HETE and LTB 4 .
In the 12-LOX assay the compounds were tested at concentrations of 20, 10, 5, and 1 µg/mL and compounds 2 and 12, possessing the dialdehyde functional group, displayed dose dependent potent inhibition of 12(S)-HETE ( Fig. 2 ) whereas compounds lacking this group exhibited weak or no inhibition. Comparing the activity of 6α, 9α-dihydroxy-4(13),7-coloratadiene-11,12-dial (1), having one more hydroxyl group, with that of muzigadial (2), it seems that the absence of a free hydroxyl group at position 6 in 2 significantly enhanced the inhibitory effect. The same tendency in activity seems to be true for 11 and 12, in the latter case the free hydroxyl group at position 6 is blocked by acetylation and inhibitory activity is dramatically enhanced. Of the drimane/coloratane sesquiterpene lactones tested against 12(S)-HETE, cinnamolide (7) and cinnamolide-3ß-acetate (8) , lacking the hydroxyl group at positions 6 and 9, caused a slight inhibition at 20 µg/mL. All other compounds tested showed no inhibitory activity (see Table 1 ).
Etc. The sesquiterpenes subjected to this study, 6α,9α-dihydroxy-4(13),7-coloratadiene-11,12-dial (1), muzigadial (2), 4(13),7-coloratadiene-12,11-olide (3), muzigadiolide (4), 11α-hydroxymuzigadiolide (5), 7β-hydroxy-4(13),7-coloratadiene-11,12-olide (6), cinnamolide (7), cinnamolide-3β-acetate (8), 7α-hydroxy-8-drimen-11,12-olide (9), ugandensolide (10), mukaadial (11) and ugandensidial (12) (Fig. 1) , were isolated from the stem barks of W.
ugandensis as previously described [12] . Copies of the original spectra are obtainable from the author of correspondence. The purity of the compounds ranged from 93.2% (11) -98.7%
(1) as determined by analytical HPLC with PDA detection.
The 12(S)-LOX inhibitory assay was performed in vitro using human platelets as reported previously [17] . The bioassay for inhibition of LTB 4 biosynthesis was performed using activated neutrophile granulocytes as described before [18] .
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Detailed descriptions of the bioassays are available as Supporting Information. Positive control measurements were performed with zileuton (purity >98% by HPLC;
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